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GM-FITC 




Scheme 1. Synthesis of the GM-fluorescent ligands. (a) 6-(Booamino-)-1 -hexanol, TEA. DMF. 60 °C 24 h- 
(b) TFA/CH 2 Cl2 (1:4), 45 min, rt; (c) GM, TEA, DMF, rt, 24 h; (d) GM, DIEA, CH a CI 2 , rt, 24 h. ' ' 

Fig.1 




WO 2005/012482 



PCT/US2004/021297 



2/14 



Fig. 3 
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Fig. 5 
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Fig. 9A 



DMSO effect on assay window Fig. 9B 
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Fig. 15A 



Fig.15B 



700000 n 

000000 

500000 

3 400000 
-J 

* 300000 
200000 - 
100000 



Hert-blot 



□ Undated ef 
■ Stank 
OigQecrtrrt 



ifjjnlLn,funJ Tii . jJL 



1400000 
1200000 • 
100O000 
3 600000 
* 800000 
400000 
200000 
0 



1 2 3 4 5 8 7 8 8 10 11 12 13 14 

Tested antibody combinations 

T EGFR-Wot 



PL 



■ bGccrtrol 



2 3 4 5 6 7 a 9 10 11 12 

Tested antibody combinations 



WO 2005/012482 



PCT/US2004/021297 




Fig. 16A 



10000 20000 30000 

Cell number 



9/14 

700000 
600000 
500000 
400000 
300000 
200000 
100000 
0 



3 



40000 



A A 



0 a 16 24 32 40 48 56 64 72 80 88 96 

Welt* 



Fig. 16B 



Fig. 17 



Hart-blot 
Hert-Wot 
Hert-bM 
Western wot 




5 10 15 20 25 

Concentration PU24FCl(uM) 



30 



Fig. 18A 





140 - 




120- 


e 


100 ■ 


c 


60 - 






3 


60 - 






40 ■ 




20 - 




0 - 



tg Total protetn levels by BCA assay 
«Her2 levels by Her2-blot 

O Total protein levels by BCA essay subsequent to Her2-blot 




30.00 15.00 7.50 3.75 1.88 0.94 0.00 

Concentration PU24FCI (uM) 



WO 2005/012482 



PCT/US2004/021297 



10/14 



□ Acltn-blo! 



Fig. 18B 



i Acun-tnot subsequent to Herj-btet 




300 15-0 7.5 3.8 1.9 0 .8 I 

Concentration PU24FCI (uM) 




4 



WO 2005/012482 



PCT/US2004/021297 



11/14 



Client protein 




Dysregulated, 
mutated 
proteins 
Micro. ^ 

Normal 
environment 



"Latent state" 
Low affinity 
interactions 




"Activated state" 
Super-chaperone 
complex 
High affinity interactions 



Fig. 21 



WO 2005/012482 



PCT7US2004/021297 



12/14 



MCF7-24h 



125- 

too- 



MCF7 



100- 

75. f miucrr-om, 

-m 2 2 2 •; 



i r 

lysate volume 



Fig. 22A 




1 a 

■OfllOflSM] (nM) 

Fig. 22B 




1 2 

loglO [PU24FCI] (nM) 



Fig. 22C 



WO 2005/012482 PCT/US2004/021297 



13/14 



Tg3 
MDA-MB-468 



A 
T 




PU13FCI 
PU24FCI 
PU50FCI 
PU51 FCI 
PU24CICI 
PU24FCI2 
PU240MeCI 



1000 



Concentration uM 



Fig. 23 



WO 2005/012482 



PCT/US2004/021297 



14/14 



Hsp70 levels 




* drugs at 2.5 uM 



Fig. 24 



